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Abstract 
  Recent evidence suggests the involvement of corticotropin-releasing factor (CRF) in reward 
system. Here, we evaluated whether CRF modulates the reinstatement of methamphetamine 
(METH)-seeking behavior induced by stress using a drug-self administration paradigm in rats. 
Rats were trained to lever-press for intravenous METH accompanied by light and tone 
(drug-associated cues) and then underwent extinction training (saline substituted for METH 
without cues). Under the extinction condition, the inhibitory effects of a CRF receptor antagonist 
on the reinstatement of METH-seeking behavior were assessed. The non-selective CRF receptor 
antagonist -helical CRF9-41 attenuated METH-seeking behavior induced by drug associated-cues, 
METH-priming or stress. CRF levels both in the amygdala and in plasma were significantly 
increased on day 10 of withdrawal after METH self-administration. The increased CRF levels in 
the amygdala may, at least in part, contribute to the reinstatement of METH-seeking behavior. 






























































































a) 薬物自己投与実験（“渇望”の動物モデル；Fig. 1） 





b) 脳内／血漿 CRF濃度測定 
 ラット脳は、脱血し摘出した後に扁桃体ならびに視床下部に分画した。その後、PBS を加えホモジ
ナイズし測定用サンプルとした。一方、血液は麻酔下のラット眼窩静脈叢より採取し、測定には血漿
成分を用いた。脳内／血漿 CRF濃度は、Mouse/Rat CRF-HS Elisaキットにて測定した。 
 
（3）実験結果 

















Fig. 1 薬物自己投与実験模式図 
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Fig. 2 選択的 CRF1受容体拮抗薬によるMETH 
探索行動の抑制作用 
